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(54) iBmo&m matmm 

(57) [»£>] 

s: (1) ^$n5«a^yxr? k» 




fe^o «*aii:ur agik^fli^ ® 



[iHtau a (i) [flsi] 
[fti] 



A-X-Y 




(D 



a r /w^/^, £<i?f i~4 (D/<— yjv^ru T;v*;v$- 

fc»*rl~4»r*-*) «r*U XttaflMfrfrSfcttS; 
(2) [ft 2] 
[ft 2] 



R40 O R4 

II H ! 

-(CH*)e-a— -(CH^-N-C-. -(CtWe-C-N- (2) 



$ nr i/^r £ v 1 ~ 4 ©7M/i« £^ 
u qws*; (3) [ft 3] 

[ft 3 1 



— s— 



R4 

I 



(3) 



(4) [ft4] 
[ft 4] 

-<CH 2 )m-a— (CH2)n— (4) 

9, nfiO~4<DSafc£^r o ) t*^$*t,5«56&S 
U Rl*5i:UJR2^iX-e^^br, Jk3ft0§^ 
n^VJB^ *mm, 7^/1, «*Sl-407^ 

/UK. ^Sl-4(Z)7;V=^ mm$ci—4<DT 
**i-4©7^n;, ^ii:i-4<7)7v'/i/7^y 

4<Z)T/V^/V^S. «#ftl— 4 0V* 
-7^tn7;^;v|, Ifc^gt 1 — 4 co/>°— 7;^n7 
y^/^^f->S, i//]^;§< ft: 1 - 4 cd 

R4 0 

I II 

f CI late N — C — 

ft: W £ ft 3 

[M&J@8] Aa5fS*3ftT^Tt>J:UW^ng|-cfc 

fwsfta*. 

im&m9] AriW&^ftT^Tk^V^ ^s-c 

iciwssftfi*. 



khf* $ ft z> & 

[»**2] ( 5 ) [ft 5] 

[ft 5] 

-(CH2)e-Q— (5) 

^-r^T^^n^iiaifeo^vXT^ K»»**ft: 

[tt&X 3 ] AtflKfcS Jh/T V >T t> £ v ^-r n arc* 

f^£ft*i£o 

[»**4 1 A^gm^ftT^T t> £v^° y 
fcffWSft**. 

[t»*S 5 ] R 1 *5 £tf R 2 W^-C S W 

6 Mo 

[MM 6 ] R3^7-;/St^5 ff#Jg 5 lEl£<D-< 

[»*3S7] ( 6 ) [ft6] 

[ft 6] 



o 

II 



R4 



(CH^-C-N- (6) 

[tt*«l 0] Ri*5j:^R2 3as 7 fc5W®^T?*)SfS* 

[f»*js 1 2 ] 1-11 tiMzmmwt 



[ff*S 1 3 ] ftsftJS 1-11 0>^1"fta»fc:«B«*>fl: 
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[0 0 0 1] 
[0 0 0 2] 

oW^S^#So»^i:^$:^l'tTtT^>tbTtfco brf)> 
I6«tt*r»a-r5 - t -C**fflJ5Sf-«*£^;i, Mas* 

[0003] ^ r &&mmnn+vh&ittmMftW& 

*s ^ r ttttttMS «r«rT «■ 0>«*#J lc «<e v > as, 
«v^*ttt*ft5W^tt^«#Tf*6o UBS. #ftfi¥ 

Jk#ITi*V^mS:^rcitW:i<*P?>ixTV^S [H u a 
ngf,;Blood, vol. 7 2, 567-572 
(1988), Castaign£>;Blood, vo 
1. 76, 1 7 0 4-1 7 0 9, (1 9 9 0), War 
rell£?;New Engl. J.Med, vol. 
324, 1385-1393 (1 9 9 1) . 4 

*a^0^t#<l^$JxtV^5 [Olssonk; 
Cancer Res. vol. 43, 5862-58 
6 7 (1 9 8 3) *], 

[0 0 0 4] r*X&tf>flr36&£ttT* »flsB*«-C*>S 
\ffi 5 yD»»# (#HW6 - 1 7 9 6 2 2^#) , 
-fy^U'^R** M?6-1 9 2 0 7 3fM) . 
h =a y a v —/V (#§|^ 6-256181 #<&#) , * 

y >nm# mww-e -30595 s^m) , mtvt 



rtV^V^US-fh* (#li¥6-3 1 6 5 2 0^ 
m) , S:&#S£B*# (^fi¥7- 2 0 6 7 6 5^ 

m) , mmK «§b?7- 2 5 s 1 0 0*^*) 

[0 0 0 5] 

[0 006] *»W©l»ttfJI^X7 S KB**. 
[0 0 0 7] 

u *aw«ra5***fc. -rft*?t>**wr4, [1] 

* (1) [ft 7] 
[0 0 0 8] 
[ft 7] 




Kef 1 , Af^gm$ti/Tv>Tt>ct^y3:^.^^fc^ 

Dta (IMt tt, r^y 
^bPl, ^7/1, «*8i-4©m;H, 
«Mti-4 0T^3^t s*si-4©r$/r 
^i-4or;^r^;s, ^iii 
-4©r^s, «*ai-4©rw^ii, 

Sl-4©7^;VftS, Ml-4^-7^t 
nTA'^A'S, J^SS 1 ^4 ©/N-7/l/tn7^^^ 

(2) [ft8] 
[0 0 0 9] 
[ft 8] 



R4 0 O R4 

I || II I 

-(CMjJe-Q— , -(CH^-N-C— , -(CH^-C-N- (2) 

ettO-4<Dt»S:*U R 4 JW^iDi^ £ [ft 9] 

$ ttr v ^ x h «t v ^*»c 1 — 4 <d ysis^/um&m 

U QfS5£ (3) [ft9] ^ 4 

[ooio] — O— , — S — , — N — (3) 
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(4) [ftlO] 
[0 0 1 1 ] 

[fti o] 

-(CH 2 ym-Q— (CHa)n— (4) 

»0-4OllWt. ) ^S*tS«3S**U Rl 

*a«* K**i—4©r/^A'r5/at. «*»i~ 

4(D7i/;H, «*»1-4©7^7^S, MXft 
l-4 07;^;vftl, #<fiS&l — 4 ©/<-7^*n 
Tvl^/l^. at**1^4©^—7/VaMaryV^/V*^- 

vat */V3j?^r v/u** ^»M3Rac i ~ 4 ©r/^^v 

Kt^sftsarofctK [2] ( 5 ) 
Eft 1 1 ] 



— (ClWe— N-C— , - 

cov^n^-cfcs [1] is^co-o-xr ^ MBMMMSfc 
ttJBffi*»fcff#S*i,51tt"C*)9. *7t, [8] Aj5S 
Mfe$;h,TV^t>±V^^ngjt^fc5 [7] RBttO'O' 

xt ^ raw**^w«a*»iJifFacstL**-ca>9, 

[9] AasK^savcvvcfc^fcry 
*S [8] iMfctf^^XT 5 K»W**fcr4SIHi*»^ 
f)F^£jft5&-efc<9, [10] Rl^J:i;R2 

35S**«^t?*>« [9] IH^CD-OXT^ MBMMMsfc 
waBffi*«H!i»*S^5*"C*>0, [11] R 

3 #T [10] iEfWV^XTS Ktt«# 

SfcttiEa^WfcfF^SttSiKT?*!?, [12] 

[1] - [11] <DV>i*tl36»(Cffi«0<[2^0 5*?x 
*3 N ^fc, [13] [1] — [11] ©VvftU&MClS 

<ri-*BHSi&-e*>*. 

[0 0 14] 

**WT?v^5«*«l'-4i:Wt. ¥ffi«l*a6&fe »3 
[0 0 15] * (1) -C33%S^*ft**fci8*t*«*at 

mz^t* 5 mst* ft 6 b * * fc 



[0 0 12] 

[ft 1 1 ] 

-(CH2>e-Q— (5) 

vvfixavc*>5 [i] eto^^xr? K»W#*fctt 
JBffi*»fc*F#*tL*il['es>?), Sfc, [3] a*s« 

i^t^ttJ:v^7ni-efe5 [2] iE^tfX^X 

fc, [4] A&WMiStl*C\/*Xt>£\/*\f})i?A4i-V*> 
5 [3] 1E«<7V<>'XT5 TOttftSfcl^a^MtcfF 
*$ttSi£"C*>«5, [5] R l3oJ;tfR 2 as* 

^m^-cfcs [4] is^o-o-xr ^ K»*flc*fcttSg 

a*»fcfF*S^**-C*>5, [6] R3a>T 

s/S-e&a [s] ia«^yX7$ KR*#*fcr±* 
«¥ttiaff*;Sixs*-ca>?K [7] xa^ 

(6) [ft 12] 
[0 0 13] 
[ftl 2] 



(CH 2 )e-C-N- (6) 

7y-;v, fc°"<y^>\ tf-<^^^, ^ 

*y^*if«r, 2flt£M£1ftXlit& b-m^y y >\ ^ 
y^yyy, ^7^5^ % :7ufcrys^>\ ^ytry 

trnntryi^ wypfy^ 
nt 5 y^ ^r^ntry ^^^©tt^try s*>«* 

[0 0 1 6] Anyyl^tfi, 7yj»I^ ifcHflgC 
[0 0 17l^l-4©7;^;Hfc(t 
n-^f;H, -fy/f;H, sec-^f/H, te 
[0 0 18] «*»l-4©7;^^^tfi, 

sec-7K^S, t e r t-T'h^v'M 

£**rr$rfc#-c**o s*»i-4©7^7^ 

[0 0 19] K*Scl—4 0T/^/vr 5 
x.(fN-^f;U7^I, N, N-^f;W7^yl, 



[0 0 2 0] «*fcl^4©7S//l'*fcW:. «X.«!T-fe 
[0 0 2 1] ^Sl-4©7W^Stlt ^Jx. 

a-t ^ y £/* ^Sr^ff a r. * as-e# s 0 

[0 0 2 2]^tl-4(Z)r^;vftSi:lt y^ 

[0 0 2 3] ^SftR 1—4 CD^— ^/Vo** n 7Vl"*A'S £ 

£ r i: d5-C# So 
[0 0 2 4] jS^»1~4<7>^— 7yvtn7;^/^^r 

[0 0 2 5] j^^mi~4(DT/^^^re/^yU^^/^i: 
0d*.fif* h^v^/V^-A^ oi hdr^/W^A- 
Sfc^fc^fSC^-etSo 
[0026] BKI$^'rv^t>J;v^i»«ci~4^)r/v 

fit. #JxJ*y^/^ ^^v^ n-^ntVP 

-fy/pfcws, n-y^vi, ^yy^s, s 



e c -^/VS, t e r t -^fvugfc ^-^jfrfctS* 
[0 0 2 7] jg^W^fpS^^S^fe^irtt, n 

[0 0 2 8] mx&ktm*M<oiii* aa*aE*«, & 

^C-To 

[0 0 2 9] * (1) Tf«StbSft*<IWC*5V^r^*K 

[0030] j^t> (D -c^$*t*tt*«j 

it&vozm-i »i-«io] [cw^-tZo * 

[0 0 3 1 ] 

[^i] i-i^i 
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**WOft*»tt, «^.JJTIB^J:5 3te*«fe^«tO*3S 

(a) 5£ (7) [ftl 3] 
[00 4 1] 
[fbl 3 1 




A-X-Y 



y 



(7) 



tiz>ik&fok& (8) [fti 4] 

[0 0 4 2] 
Mfcl 4] 



io ] 



(8) 



R2tt«flEtl^». RS^ter t^F^> 

T#e>tb^>^: (9) [ftl 5] 
[0 0 4 3] 
Iftl5] 



A-X-Y 



R1 



"6- 



(9) 
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(5£*. A, X, Y, RK R2*5jZT/R5ttllM2fclRl 

(DWL&m «:» 5 r. b & * £<, 
(b) * (7) T^SftaflS'&fci:* do) [flsi 

6] 

[0 0 4 4] 
Hfcl 6] 



R3 




R2:|3j:TJ<R3JttMB£l?fHB. ) T?^£*L5<fc 

[0 0 4 5] (a) *><£tf (b) «>»&®&HU 5i#«) 

*lrt"5ri:A$-e*5. * (7) T^$H5^ 

^^2, 4, 5-h!J^nn7x/-;K ^y^^a 

/ — /MBL SfciiN-fc Kn^r^^W^ h\ N-fc 

(8) -e»s*b5ft-a**fcri* do) ^tstizik 

[0 0 4 6] tilt. */l>7$>'m&& C* (7) T^£*X 
[* (8) £ £ fls-g** tc \tt (1 0) -C^ 

[0 0 4 7] D* (7) 

^^nn»y^/K ^:/*/^J^^:=:yr^ 
7>;y^ K (s) 
do) ^SftSte-g*] ^i^^^rtiaot 
fir 5 :H^#5o 

[0 0 4 8] £ fcKSfc, USttJfr&aStt, S*$/*n^ 

/k ^7 3i y >-^t h\ v^oi^u y yfi/r 

[0 0 4 9] RjfeYX* SUif- 2 0~ + 5 OttO. 5 — 



7k*S, N, N-Wf^*M7§KOtt, — 

[0 0 5 0] 5£ (9) T?^$^S^«9©«H*0»* 
So ^llx.^ 5£ (9) tC&l^TR 5£^ t e r t h 

**/%jvis~,\,mT*$mztitLT ^;m<nw&\z, mm 

•£tz& h y 7;i/tnB»4ifOit"e«!!ltSr il-J: 5 

KfiWRj&Srfr 3 r t a*-e# £<, 

[0 0 5 1] 5£ (1) ■C^$tt5ft^<?5««: > * 
(l) ^*ns«#«*«*r*RJS-e»*ri:t>'Tf 

mb^^^fc^y-^o^: (i) <Dit&%otmmz 

[0 0 5 2] 5t (1) ^£jKSffr&4&WU S*SiB£* 

[0 0 5 3] **B«)3B»^yX7 ^ K»»#ri4Mk«l 

skm^^fcDm^mmcom, ±m&, mmm. mmu 
mi, Ait*, iff*, mm. mm 

gfri:lfe*, *^m«, ^pm^, M^^. ¥ 

'wmm, mtmmfam, n&mm^m. v^^^xm 

AjtiRtti**^^ #±&msta£bttL* V7yr^i 
[0054] *&m<D&%)f&&i£&m±. mm&t ur 
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<nk\,xmm. %m. i&m. mm. mmm. *im. mm 
m. *zf±/um, mtm mm. mn%m &xxmm 

[oo5 5i mm<ojm\^f&M'rz>\z.$k^x\^ 
L,xz<D#mx%&£*> £<%\t>tix^z>&m<Db<D& 

fcVKTA-^-/K ^v-n^^ :/K?$t$u 7*^ 

m. $4>K7^^Aiii, ?*y/HMH-hy *a 

y ^ y n-/^£DTOJ^^f 1 5 : t 5o £ 

m. mfum&m. -e? mmnm&&, ? 

k&XZ% 0 

[0 0 5 6] *M&1&1&te&J&+&l£»\*Xl&. Uftt 
\^X%&Z<Dftmx<&to<Dh<0&!&<tiimX%Z> 0 ^(D 

[oo5 7] *^-fe/i^ar4, «afei;:«v^ii**sbrt»{b 

[0 0 5 8] ffi»#Jt LTl&«-r5»g\ «*k ?L#J*3 
^77y/i/7;^3-;K #y ^s^^u^y/vtr^v 

[oo5 9] &m<Dmmizf$ l M~rz>\c®kL,x\^ 



[0 0 6 0] $ &K:#«c«DT»fi«k i£#£!k » 
[0 0 6 1 ] *»WOCttfe<DRWWI+fc***JxS 

hm^m^ti^tK a#««iiftrtft+fc«ii^7oji 

£?£b< te$J5~-5 0fifi%ft-5^>* s ±V\ 
[0 0 6 2] *^©rnt>EMWJ©S^tt*li: 
»»HAI»tR. tt»J, 

«.««SH. *?Rk SOIL HM*!k *L*J> ISK«I*3«fc^ 

^x^m^-^^ti. zbiz&mtzj&cxmmxnm 
ft. &Tt>u <wtaaart«*s *l s e ^j<^i^m§ 

[0 0 6 3] *^oine>Esa»joa4tH:, « 

TM\ #Sik g ^tK — 0^o.oooi~ioomg|i&<b 

{b^^^JO. 001—1, 000m g ^ tt5 ^tfc 

[0 0 6 4] (D T?^$tbSf^^<trj? 

JIBffl*««!:«i*t^ra**»!:48V^r»tt*r 

[0 0 6 5] 

3(c»wttrixe>fciRes^st>©-ctt*v\ **5, mm 

[0 0 6 6] Hife^J 1 

n- (2-/5: y ^zn^/u) -4- [3- (try^v- 
3— T^^-^v-) ^n^vO ^yX7 5 K 
1 : 1 ) 

(1-1) 0g 
(6mmol) x 3-yt2^^n/V-;>0. 84 g 
(6mmol) , H7x=i;l/^^7>fyi. 6g (6 
mmol) COTHF (20ml) 7^^^ 
^K^^^/V^^^/H. lg (6mmol) 1 

^>-:BMl3i^=9 : 1) TiMgU 4- (3-^ 
n^-^n^^i/) ftA«lfcn*yH. lg (iR*6 3 
%) fc*fi*«»fcLT»fc. 

X H NMR(270MHz, CDC1 3 ) 6 ppm: 1. 38(3H, t, J=7. 3Hz), 2. 
29-2. 39(2H,m), 3. 61 (2H, t, J=6. 6Hz), 4. 17 (2H, t, J=5. 9 
Hz) , 4. 35 (2H, q, J=7. 3Hz) , 6. 92 (2H, d, J=8. 8Hz) , 8. 00 (2 
H, d, J=8. 8Hz). 
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[0067] (i-2) Tkmit-rh y (6 o%m 

<£) 70mg (1. 8mmo 1 ) $rDMF (5ml) lZ 

»«u - 1 5X:\c^n\^ti 0 mtc, 

t'y^ynOmg (1 . 8 mm o 1 ) CODMF (2m 

i) mm&MTistco 3o^im n a-n 

(D|^i5 0 0mg (1. 8 mm o 1 ) <7)DMF (3m 
l) ^^Tbfc 0 5«fM«»«, KJtfMKItlHfca- 

Mthy)At^m sitt4- [3- (t>y^ 

5g (iR*9 5%) bT#fc 0 
X H NMR (270MHz, CDCl 3 )Sppm: 1. 38 (3H, t, J=7. 3Hz), 2. 
26-2. 88 (2H, m) , 4. 19-4. 25 (4H, m) , 4. 34 (2H, q, J=7. 3H 
z), 6.94(2H,d, J=9. 5Hz), 7. 20-7. 22 (2H, m), 8.00(2H, 
d,J=8.8Hz), 8.21-8.23(lH,m), 8. 33 (1H, br. s). 

[0 0 6 8] ( 1 - 3 ) ( 1 - 2 ) <D4k&to 4 6 

Omg (1. 5mmol) $:^^y^4mn^L 
fCo TteStfc}) f!)A6 7mg (1. 6 mm o 

1) (2ml) SrJPx., 5 0tt5^fWl 

fco SS*&«B«, (pH5) b 

fc 0 Wffibfc6fe@#Srit«U 4- [3- (fcTys^ 
-3— r/V^-^v-) ^nsK^->] $Ifi3 5 0mg 

OR* 8 3%) £r#fc 0 
X H NMR (270MHz, DMS0-d 6 ) 6 ppm : 2. 19-2. 24(2H, m) , 4.1 
9-4.24(4H,m), 7. 03 (2H, d, J=8. 8Hz) , 7. 29-7. 43 (2H, m) , 

7. 88 (2H, d, J=8. 8Hz) , 8. 1 6 ( 1H, d, J=4. 4Hz) , 8. 30 ( 1H, 
d, J=2. 9Hz) . 

[0 0 6 9] (1-4) 0-7x^1/^7^10 
8 g (1 . Omo 1 ) (D-J^T^-y-ls (1 0 0 0ml) *g 

m& i MfeTkmit-r v y (soomi) *m 

x.. tR^T, i?- t e r t h 2 1 

8g (1. lmo 1) ^i^^rl^ (5 0 0ml) MR 

^n^Lfc 0 n-ceWBWmi, -ifeMlto MB* 

t?«B*t"Sr fcfc£0N- t e r t-^h^*/^ 
;>-o-7x^^7^6 8. 4g (Ifc* 3 2 %) 

X H NMR (270MHz, CDCl 3 )6ppm: 1.51(9H, s), 3.75(2H, 
s), 6. 26 (1H, s), 6. 77(lH,d, J=8. 1Hz), 6. 79 (1H, dd, J= 
7.3,8. 1Hz), 7.00(lH,dd, J=7. 3,8. 1Hz), 7.27(lH,d,J= 
8. 1Hz) . 

[0 0 7 0] ( 1 - 5 ) T.U ( 1 - 3 ) <Dit&%0 1 7 
Omg (0. 6mmol) . hDxf/VT^yO. 15 
ml, 4-^^7^yt , y> J yi 3mg<7)7t 

Y x )fV (5ml) »p-^hP^f^;^^ 
^o!)Kl40mg^M20^f»UCo ZtllC* 

isd-4) ^^nomg^iit i ommm 



- [2- (N-ter t -7 V *C*/13 )V^~jV) 7^7 
7x^V] -4- [3- (t°y v^^-3 — 
Z/PTK^rv-] -<VXT^Kl6 0mg Oft* 5 5 %) £ 

LT»fc 0 

X H NMR (270MHz, CDC1 3 ) 6 ppm: 1.51(9H, s), 2.28-2.37 
(2H, m) , 4. 20-4. 26 (4H, m) , 6. 89-6. 98 (3H, m) , 7. 1 1-7. 2 
4(5H,m), 7.75(lH,dd,J=l. 5,8. 1Hz), 7. 93 (2H, d, J=8. 8H 
z), 8.21-8.24(lH,m), 8. 33-8. 34 (1H, m), 9.05(lH,br. 
s). 

[0071] (i-6) x.m (i -5) <o\\&m\ 3 

0mg^mfy3mlMU 4°C^^Uf' 0 
mtC. 4SJli^-^f^lml £;&D;L, 3 

*«EiH-M?^A-Ctt(|». KRU N- (2-7>y 
^^^/v) -4- [3- (t°y^y-3-^;m^) 
^nTjfdr^] ^X7-;Kl0 0mg 

mp. 165-168^. 

*H NMR (270MHz, DMS0-d 6 ) 6 ppm : 2. 20-2. 25 (2H, m) , 4.0 
7-4.25(4H,m), 4. 86 (2H, s), 6. 56-6. 62 (1H, m), 6.76-6. 
79 (1H, m) , 6. 93-7. 15 (4H, m) , 7. 30-7. 43 (2H, m) , 7. 96 (2 
H, d, J=8. 8Hz) , 8. 16-8. 32 (2H, m) , 9. 54 ( 1H, s) . 

[0 0 7 2] mmm 2 

N— (2-7^/7x^) -4- [2- (t'y^y- 

- 1 : 4k&Vom^ 2 ) 

(2-1) Tkmit-fhVVJ* (6 0%iffi 2. 2g 
ODMF (6 0ml) iW(^3-t Kndr^tfy^y 
5g (5 2mmol) ^Dx, 4 'C'C 3 0 ftm^LW U 
fc 0 mtC^a-=eft^ji^^5. 8ml (5 2 mm o 

i) fcjp*., e#iHHt#Lfc 0 s^K^am*. 

i&mwtthy ^A-e^bfeo ^$rSit, ^ 
/i/) t?«wu (fy^-3 — r/v^v) 

7i-4. 3g W4 5%) &mfttokVXfti£ 0 

X H NMR (270MHz, CDCl 3 )6ppm: 1. 30(3H, t, J=7. 3Hz), 4. 
28(2H,q, J=7.3Hz), 4.67(2H,s), 7. 18-7. 24 (2H, m) , 8.2 
7-8. 35 (2H, m). 

[0 0 7 3] (2-2) **ftyf9A7/l'$^!)A 
0. 5 g (1 3mmo 1 ) OTHF (2 0ml) MMfc 
^-7 8WU (2-1) <Oft&mi. 2g 

(6. 6mmo 1) &ADx.fcu 3R«H«#». zKStjDD*. 

- (t°y>?^-3 — x^y-;U0. 8g 
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OK* 8 6%) £r#fc 0 
X H NMR (270MHz, CDC1 3 ) 6 ppm: 4. 00 (2H, t, J=4. 4Hz) , 4. 
14 (2H, t, J=4.4Hz), 7.22-7.27(2H,m), 8. 23 (1H, t, J=2. 9 
Hz), 8.32-8. 36 (lH,m). 

[0 0 7 4] (2-3) 7kmit1- h y (6 0%fa 

14) 3 OmgCODMF (3ml) mM1&& 

X& (2-2) Oft**10 0mg (0. 7mmo 

i) ttifco *tafcjeu3 o»nua»bfc«, nt*4 
-caatu 4- [2- (tfy^-3-> r^^v) 3i 

h^v'^/Kl Slf^f/V88mg (5&&I&) £r# 
tc a 

*H NMR(270MHz, CDCl 3 )6ppm: 3. 86-3. 89 (2H, m) , 3.92 
(3H,s), 4.20-4.24(2H,m), 4.69(2H,s), 7. 18-7. 26 (2H, 
m), 7. 43 (2H, d, J=8.8Hz), 8. 03 (2H, d, J=8. 1Hz) , 8.22- 
8.25(lH,m), 8.34-8.36(lH,m). 

[0 0 7 5] (2-4) IS (2-3) Of^8 0 
mg (0. 3 mm o 1 ) 2r^^/— ;VQ>. 5 m 1 \Z$&M 
U M{kyf!>isl3mg (0. 3mmol) ^ 

m (o. 3mi) zMfLit. 6B*H«#ufc«, 

m 1 Olg ( 1 - 4 ) (Oty&fy lOOmg (0. 48m 
mo 1 ) bt*y i^yO. 4 m 1 <D i?? u u * ? ^ (2m 
1) *«SrAPxi. lHWlfcc SJSiK^WSft^^ 

N- [2- (N- t e r t h*i/%A'tf~ 

/v) r^/7x^] -4- [2- (try 3^-3 — r 

/W-^f) 3i Y^i/t^M ^yX7-; Kl 2 2m g 

(451*9 7%) fc»j*6H#fc LT#fc. 
L H NMR (270MHz, CDC1 3 ) 6 ppm: 1. 51 (9H, s) , 3. 86-3. 90 
(2H,m), 4.21-4. 24 (2H,m), 4.70(2H,s), 6.88(lH,m), 
7. 13-7. 26 (6H, m) , 7. 46 (2H, d, J=7. 9Hz) , 7. 79-7. 82 (1H, 
m), 7.95(2H,d, J=8.2Hz), 8. 22-8. 24 (1H, m), 8.34(1H, 
m), 9. 18(lH,br. s). 

[0 0 7 6] (2-5) IS (2-4) ©^11 
Omg (0. 2 3 mm o 1) Ov^^na^^V (lm 
1) Mfcfc4lCK:»SltL 1 0% h y 7^*o|»-^ 
^ o d ^ ^ vjgjS lmim 4 BSMjfttt Lfco 

thy-^At^iU iitt, N- (2-7;/7x 



3i/W) -4- [2- (fcf y 3i h 

*SO**7l'] ^VX7^ K8 8mg (gftW) £r£fcft£, 

mp. 112-114^. 

X H NMR(270MHz, CDC1 3 ) 8 ppm: 3. 96-3. 90(2H, m), 4. 21- 
4.24(2H,m), 4. 70 (2H, s), 6. 78-6. 87 (2H, m) , 7.21-7.36 
(4H,m), 7.47(2H,d, J=8. 6Hz), 7. 89 (2H, d, J=8. 2Hz) , 7. 
95 (lH.br. s), 8. 21-8. 24 (1H, m) , 8. 31-8. 33 (1H, m) . 

[0077] mmm 3 

N- (2-T^S7^~M -4- { [2- (k^v?y 

5 K (m~ 1 : >fb^#"^3) 0>^/& 
(3-1) JSJfi«2<BXg (2-1) <Dit^0. 5 
9g (3. 3mmol) M-7^^f/^Ifi^ 
f;V0. 6 0 g (3. Ommo 1 ) CD^ri/U:/ (6m 
1) DBU0. 98ml (6. 6 mmo 1) 

somi KtoiLtLo mnmm&m-r y y ? i o 

m 1 «rlP*.as*Ufc«fc. &ffcfeifcK 1 0m 1 ~e&# 
Btfcl#«ri*, ^fttSitHiN- { [2- 

(tf y ^>--3— - {/isttis) r-fe^yvr^y] ^ 

/W Jctf^f^O. 6 5g (4**7 2%) #fc 0 
X H NMR (270MHz, CDCl 3 )6ppm: 3. 91(3H,s), 4.61(2H, 
s), 4.62(2H,d, J=5. 1Hz),7.00(1H, s), 7. 17-7. 30 (2H, 
m), 7.35(2H,d, J=8.8Hz), 8. 01 (2H, d, J=8. 1Hz), 8.31(1 
H, dd, J=l. 5, 4. 4Hz) , 8. 35 (1H, d, J=2. 9Hz) . 

[0 0 7 8] ( 3 - 2 ) It ( 3 - 1 ) Oft&m 0 . 

6g (2mmol) ^THF^^yy-^f-/^ 
/V7nWO. 4 4ml (4. 8mmol) ^UX., 

4*wa«HH«ufc. KftffKXtwi oacrAi*.* 4 

«B»*K*-caa«Mft, «tK«»^ h y 
a*gbfc 0 a*Hfc«:i'!> *?A'1j?j»9w Y?77 4 
- mm ; S»ai^/u : p< ^ 10:1) "C^jH 

U 4- { [2- (tfy^V-3 — m^/ix 

r^y] *?vw Slti^f^o. 3 7 g or* 6 4 

%) £*tfefa2Rtt£UT#fc 0 

X H NMR (270MHz, CDC1 3 ) 6 ppm: 3. 04 (2H, t, J=4. 9Hz) , 3. 
91(3H,s), 3.94(2H,s),4. 13(2H,t, J=5.3Hz), 7.16-7.24 

(2H,m), 7.43(2H,d, J=8. 6Hz), 8. 01 (2H, d, J=8. 2Hz) , 8. 
21-8.23(lH,m), 8. 31-8. 32 (1H, m) . 
[0 0 7 9] ( 3 - 3 ) XM ( 3 - 2 ) <Oik&%9 0 . 

3 6 g ( 1 . 2 5 mm o 1 ) W^^-fry (10ml) 

-* (5mi) mm\c 3mfe7kmt-rh})VJ±*&m 

0. 5ml &m*.1t 0 Tki^T. t e r t -zf^/^J 
^-^h3 3 0mg (1. 5 mmo 1 ) £r£Px./c 0 



X+mmi^ 4- (tert-/h^/^/V- [2 
- (t°l)i»-3 — f/U^U) ^^v^T^/] 
M Slf^fA'O. 45 g (iR*9 3%) £r#fc 0 
1 H NMR(270MHz, CDCl 3 )6ppm: 1. 41 (major9H, s), 1.51 
(minor9H, s) , 3. 57 (minor2H, br. s) , 3. 67 (major2H, br. 
s) , 3. 92 (3H, s) , 4. 08 (minor2H, br. s) , 4. 17 (ma jor2H, b 
r. s), 4.61(2H,s), 7. 14-7. 23 (2H, m), 7. 31 (2H, br. s), 
7.98-8.01(2H,m), 8. 21-8. 26 (2H, m). [eHEAttftW* 

[0 0 8 0] (3-4) lg (3-3) (Dft&toQ. 
4 5 g (1. lmmo 1 ) O^^/-/!/ (4ml) MM 
lC*»{byf"^5 0mg (1. 2mmo 1 ) 

(2ml) SriP^L, 60lC-e2^M*#Ufco ^ifi*T? 
JfrSlGK (pH4) bfc e BUSm&WM 

^H/WOmlWU h !)xf/i/T^yo. 33 
ml. 4-v^^T ^ / fc°y i^>-2 6mgS:Mfco 
^ btCp hn^Oif ^^/V-z^^/V^ u y KO. 2 6 

g£*qx.3 o$M*#ut 0 rtuc sasm^xm (1 

-4) tfHb^O. 2 5 g (1. 2mmo 1) £r*Dx.3 

Bftm^) -C«»SrtfV\ N- [2- (N— t e r t- 
l/h^Sofr/M^/l') T ^ / y^^;V\ -4- {ter 
t -^h^v^/w^-A-- [2- (try 

*-=^» y^/W ^yxr-; ko. 3 4 

g (4x^5 6%) ^ewatut 

1 H NMR(270MHz, CDCl 3 )6ppm: l.50(18H,s), 3.57(mino 
r2H,br. s), 3. 67 (ma jor2H, br. s) , 4. 07-4. 23 (2H, m) , 4. 
62(2H, s), 7. 12-7.32(8H,m), 7. 79 (1H. m) , 7.90(2H,d,J 
=8.2Hz), 8. 20-8.22(2H,m), 9. 18 (1H, br. s). 

[0 0 8 1] (3-5) 18 (3-4) ©ft^JO. 
3 3 g (0. 5 8mmo 1 ) Ov^^i^ (5ml) ^ 

7t 0 K«3^|cSP»^^fclM«ifc*c*^ h y 

*s»-^hy *at*«*u MttN- (r^/^ 

-4- { [2- (tf V f/W^-^V) ^ 

^;>r ^ y ] *?vW -<yxr^ ko. 2 1 g (^fi 

mp. (amorphous) . 

J H NMR (270MHz, CDCl 3 )Sppm: 3. 04 (2H, t, J=4. 9Hz) , 3. 
95(2H,s), 4. 13(2H,t,J=4.6Hz), 6. 81-6. 86 (2H, m), 7.0 



6-7. 1 1 (1H, m) , 7. 19-7. 33 (3H, m) , 7. 46 (2H, d, J=8. 2Hz) , 
7.86(2H,d, J=7.9Hz), 8. 20-8. 22 (1H, m) , 8.28-8.29(1 
H, m). 

{t^W&'&jSLfco KTfc* fc£»tt0>jB£ (mp.) x X H 

[0 0 8 2] ^£^4 
N- -4- [ (3-b°y^- 

3 — (jv-^fn t°/ur ^ y ) ^yxr^ K £ 

mp. 192 < C(dec. ). 

X H NMR(270MHz, DMS0-d 6 ) 6 ppm: 2. 13(2H, t, J=7. 3Hz), 
2.95-2.98(4H,m), 4.23(2H, s), 7. 30-7. 42 (2H, m) , 7.49 
-7.52(lH,m), 7. 61-7.64(lH,m), 7. 78 (2H, d, J=8. 1Hz) , 
8.01-8.06(lH,m), 8. 18 (2H, d, J=8. 1Hz), 8. 51-8. 54 (1H, 
m), 8.80-8.91(2H,m), 9. 79 (2H, br. s), 10.63(1H, s). 

[0083] mmm 5 

N- (2-7^/7x^) -4- { [ (t°])i/>-3 
mp. (amorphous) . 

X H NMR(270MHz, DMS0-d 6 ) 8 ppm : 4.32(2H, s), 4. 38 (2H, 
s), 7.30-7.90(7H,m), 8. 15 (2H, d, J=8. 0Hz), 8.50(2H, 
d,J=8. 1Hz), 8. 82(lH,d, J=1.5Hz), 8.99(1H, s), 10.16 
(2H,br. s), 10. 56 (1H, s). 

[0 0 8 4] mmm 6 

N- (2-T^y7x=;H -4- { [ (b°yv?>--2 

(^-1 : 6 Ottlfett) 

mp. (amorphous) . 

X H NMR (270MHz, DMS0-d 6 ) 6 ppm: 4.33(4H, s), 7.32-7.4 
5(2H,m), 7.45-7. 50 (2H,m), 7. 60 (2H, d, J=7. 3Hz) , 7.73 
(2H, d, J=8. 1Hz) , 7. 93(lH,ddd,J=1.5, 7. 3,6. 6Hz), 8.19 
(2H, d, J=8. 1Hz) , 9. 90 (2H, br. s) , 10. 64 (1H, br. s) . 

[0085] mmm 7 

n- (2 -r 5 / zr^—tv) -4- [ (^/v- t°y v> 

«-l :fc£*fc»*7©MM» 
mp. (amorphous) . 

1 H NMR (270MHz, DMS0-d 6 ) 6 ppm: 2.60(3H, s), 4.40-4.8 
0(4H,m), 7.36(lH,dd, J=7. 3,8. 1Hz), 7. 44(1H, dd, J=6. 
6, 7. 3Hz) , 7. 63 (1H, d, J=6. 6Hz) , 7. 84 (2H, d, J=8. 1Hz) , 
7.54(lH,d, J=7. 3Hz), 7. 98 (1H, dd, J=5. 1, 7. 3Hz) , 8.22 
(2H, d, J=8. 1Hz) , 8. 72(lH,d, J=8. 1Hz), 8. 93 (1H, d, J=5. 
1Hz), 9. 14 (1H, s), 10.7(lH,s). 

[0086] mmm 8 

N- y?^~/l<) -4- [ (tf*-t?y ^ 

-3-^;Mf;u7-;y) ^yxr-; k m& 

jft 1 : HS«W980«lt) 

mp. (amorphous) . 
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X H NMR (270MHz, DMSO-d 6 ) 6 ppm: 4. 06 (2H, br. s) , 4.31 
(4H,br. s), 7. 30-7. 40 (2H, m) , 7. 50-7. 65 (3H, m), 7.70- 
7.80<2H,m), 7. 85-7. 95 (2H, m) , 8. 05 (2H, d, J=5. 1Hz) , 
8. 20-8. 35 (2H, m) , 8. 78 (2H, d, J=5. 1Hz) , 10. 53 (1H, br. 
s). 

[oo8 7i mmmkmi 
a 2 7 8 ommicm-z&immttm&m 

TfVii ]) 7t^7r^ (A LP) ^^CO±#^ x b 

TV^>5 [Young£>;Cancer Res. „ 4 
_5, 2976 (1985) s Moritab;Canc 
e r Res., 4 2 , 4540 (1 9 8 2)], t: 

(HR^S) 9 GftzfU- H;il5,000^/we 1 1 £ 
A2 7 8 0»^rO. lmlfotl, S 
B#iftK:r«|^*Lfc««O»«*0. lmlfo 
mto^fCo 3PM«*«, yi/^hii^MTBSl 
|i(20mMTris, 1 3 7 mM NaCl, pH 
7. 6) -C2[H]l5fc^bfc 0 Ol^T\ 0. 6mg/ml(Z) 
M^P"^ hP7x=/^73i^ h (9. 6% v> 

— ;^7^y, 0. 5mM MgCl 2 (pH9. 
6) ) m&&0. OSmlfofflU i^T3 0^ 

0 5ml -e^^r^Jh Lfc^. 4 0 5 n m<B»ft&£r« 



(51) Int. CI. 6 

C 0 7 D 237/08 
241/12 
307/12 
307/42 
401/12 

02) mm^ mm 



3tU ALPf§i40±#SrtKje-rej||«^*/jNfl|S (AL 
Pmin) £:5&#>fc 0 

mmum) *-2 »n] 

[0 0 8 8] 

[I11]^-2:A2 7 8 OfWJSfc^aSHtWWff 





ALPmin ( jtz M) 


mmrn 1 <Ditf?m 


0. 03 




1 


mmm^^w^m 


0.3 


mmm^^w&m 


10 


mmrn 5 <nft&m 


10 




10 


mmrn 1 <n\\&m 


3 


mmm%(o\\^m 


1 



[0 0 8 9] 

±Am^m(Dmm^xxfy^^n^cmm^^ commit 



^**a«m«»i9oo»jft(o 1 =#s$s 

(72) ^ 



WS'JIB-^ F I 

C 0 7 D 237/08 
241/12 
307/12 
307/42 

2 1 3 401/12 2 1 3 
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